[Inhibitory effects of TNP-470 in combination with 5-fluorouracil on growth of human colon cancer].
Neovascularization is critical for growth of primary tumors and their distant metastasis. This study was designed to investigate the effects of angiogenesis inhibitor TNP-470 in combination with 5-fluorouracil (5-FU) on the growth of human colon cancer cell line, LOVO, in vitro and in vivo. In vitro, the growth inhibitory effect of TNP-470 or 5-FU on LOVO cells was examined by MTT assay, and synergetic effect of these two agents was evaluated by Burgi analysis. In vivo, human colon cancer xenografts were transplanted into BALB/C nude mice and treated with TNP-470 alone and combination with 5-FU. Tumor microvessel density (MVD) was measured by immunostaining with anti-von Willebrand factor monoclonal antibody; the expression of vascular endothelial growth factor (VEGF) in tumor tissue was detected using an immunohistochemical method with image analysis system. In vitro, TNP-470 and 5-FU inhibited the growth of LOVO cells, with the IC50 at 55.8 ng/ml and 4.6 ng/ml, respectively. Burgi analysis revealed synergism of these two agents, a remarkable growth inhibitory effect on LOVO cells was obtained. In vivo, in every treatment group, tumor growth was suppressed significantly. The combination group showed significant enhancement in antitumor efficacy. Expression of VEGF in tumors was clearly inhibited by TNP-470 in combination with 5-FU or 5-FU alone compared to the control. Tumor MVD was lower in TNP-470 combination with 5-FU group or TNP-470 group compared to control group. TNP-470 suppressed the growth of LOVO cells and human colon cancer xenografts and the angiogenesis; TNP-470 in combination with 5-FU might product synergetic effect.